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DETAILED ACTION 

Continued Examination Under 37 CFR 1. 1 14 

1 . A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .1 7(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on January 
7, 201 1 has been entered. 

Status of Application, Amendments and/or Claims 

2. Claims 1 , 4, 6 and 7 have been amended as requested in the response filed 
January 7, 201 1 . Following the amendment, claims 1 -19 are pending in the present 
application. 

3. Claims 5 and 8-1 9 are withdrawn from further consideration pursuant to 37 CFR 
1 .142(b), as being drawn to nonelected inventions, there being no allowable generic or 
linking claim. Applicant timely traversed the restriction (election) requirement in the reply 
filed on September 4, 2009. 

4. Claims 1-4 and 6-7, drawn to the extent of the peptides of SEQ ID NO: 2 and 
SEQ ID NO: 3, are under examination in the current office action. 
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Withdrawn Rejections 

5. The rejection of claims 1 -4, 6 and 7 under 35 U.S.C. 1 1 2, first paragraph 
(enablement), set forth at paragraph 6 of the previous office action (mailed 07/07/2010), 
is withdrawn in view of Applicant's amendments to the claims. 

6. The rejection of claims 6 and 7 under 35 U.S.C. 102(e) as being anticipated by 
US 2006/01 8851 2 A1 by Yednock et al. is withdrawn in view of Applicant's arguments 
and upon further consideration by the examiner. Yednock excludes the use of a peptide 
consisting of A033-42 (i.e., the instant SEQ ID NO: 3) for therapeutic immunization, and 
does not explicitly teach the peptide of AP33-40. 

Maintained Rejections 
Claim Rejections - 35 USC §102 

7. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1 ) an application for patent, published under section 1 22(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21 (2) 
of such treaty in the English language. 

8. Claims 1 -4, 6 and 7 are rejected under 35 U.S.C. 1 02(b) as being anticipated by 
WO 00/72880 A2 by Schenk et al. (published December 7, 2000; reference AM on IDS 
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filed 1 1/07/2005). The rejection is maintained for reasons of record and as discussed 
below. 

Response to Arguments 

9. In the response filed January 7, 201 1 , Applicant points to Table 5 at p. 67 of the 
Schenk document and asserts that the Ap33-42 peptide (SEQ ID NO: 3 of the instant 
invention) is not capable of stimulating an immune response. Applicant therefore 
argues that the activity of AP33-42 (i.e., SEQ ID NO: 3) as an immunogen is not taught 
by Schenk because Schenk demonstrates that this peptide was unable to trigger an 
immune response in animals. Further, Applicant argues that there is no teaching that a 
peptide of SEQ ID NO: 2 (i.e., AP33-40) would serve as an immunogen. Therefore, 
Applicant alleges that Schenk fails to teach each and every element of the present 
invention as claimed. 

1 0. Applicant's arguments have been fully considered but they are not persuasive. 
Contrary to Applicant's assertions, Table 5 does not indicate or suggest that the peptide 
of A(333-42 would not serve as an appropriate immunogen for therapeutic purposes. 
Quite the opposite, the Table describes whether or not T-lymphocytes obtained from 
animals immunized with the various Ap peptide immunogens proliferate in when 
stimulated with Api -40 peptide. In other words, it shows whether immunization with the 
various peptides elicited an inappropriate T-cell response against Api-40. Thus, in this 
assay a score of zero (as in no responders) is a desirable thing. 

Further, as was indicated previously, Schenk teaches that immunogenic 
fragments of Ap include those with a length of 8 contiguous residues (see p. 14, lines 
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30-32). Schenk also teaches any of the different naturally occurring forms of Ap, 
including Ap39, Ap40, Ap41 , Ap42 and Ap43, are included as part of the invention (see 
p. 14, lines 9-10). Thus, in general any 8-amino acid immunogenic fragment of these 
peptides, such as any 8-amino acid sequence of the A(340 peptide, is encompassed by 
the teachings of Schenk. In particular, Schenk discloses the peptide of A|333-42 as well 
as the peptides of Ap35-40 and Ap35-42. Because Ap40 and Ap42 are the most 
prevalent forms of the Ap peptide, it is reasonable to conclude that a peptide of Ap33- 
40, which is an Ap fragment of 8 amino acids, is also implicitly included within the 
teachings of Schenk. Accordingly, the rejection of claims 1-4, 6 and 7 is maintained. 

1 1 . Claims 1 -4 are rejected under 35 U.S.C. 1 02(e) as being anticipated by US 
2006/0188512 A1 by Yednock et al. (published August 24, 2006; priority to February 1 , 
2003). The rejection is maintained for reasons of record and as discussed below. 

Response to Arguments 

1 2. In the response filed January 7, 201 1 , Applicant argues that Yednock merely 
mentions the use of fragments from central or C-terminal regions of Ap but does not 
teach a method of treatment of amyloid diseases using, in particular, SEQ ID NO: 2 or 
3. In addition, Applicant asserts that Yednock's claim 48 expressly excludes a peptide 
that would induce antibodies that would specifically bind to an AP33-42 or AP35-40 
peptide, and these peptides are also specifically excluded for use in the therapeutic 
method according to Yednock's claim 1 . Therefore, Applicant argues that Yednock 
does not teach a method for treating a disease with peptides of SEQ ID NO: 2 or 3. 
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1 3. Applicant's arguments have been fully considered but are not persuasive. Firstly, 
even though Applicant's elected invention is directed to the therapeutic use of the 
peptides of SEQ ID NOs: 2 and 3, the broadest reasonable interpretation of the claims 
(and particularly of claims 1-3) includes the use of any Ap peptide conjugated to a 
protein immunogen for the production of anti-Ap antibodies. Thus, the teachings of 
Yednock are directly on point to the treatment of Alzheimer's disease in a patient 
comprising immunizing the patient with an immunogenic Ap peptide conjugated to KLH, 
as recited in present claims 1-3. 

Secondly, the examiner disagrees with Applicant's statement that Yednock 
"merely mentions the use of fragments from the central or C-terminal regions of Ap". 
Contrary to Applicant's assertion, the therapeutic method disclosed by Yednock can 
only best be characterized as teaching the use of central or C-terminal regions of Ap for 
immunization of subjects. As noted by Applicant, Yednock explicitly teaches that the 
immunogenic peptides to be administered should generate antibodies that specifically 
bind to one or more epitopes between residues 12 to 43 of Ap (i.e., central and C- 
terminal regions of Ap) without generating antibodies that specifically bind to one or 
more epitopes within residues 1-11 of Ap (i.e., the N-terminal region of Ap). This 
disclosure is consistent with embodiments of the presently claimed method. 
Specifically, it is noted that Yednock teaches that the peptide immunogen AP17-24 may 
be used therapeutically (see [0034] and Yednock's claims 1 and 48). This Ap peptide is 
the instant peptide of SEQ ID NO: 1 , which although non-elected, is still recited in the 
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claims (claim 4) and encompassed by the presently claimed invention. Therefore, the 
teachings of Yednock are still anticipatory for present claims 1-4. 



New Objections and Rejections 
Claim Objections 

14. Claims 4, 6 and 7 are objected to because of the following informalities: 

Claim 4 recites "lengthening by addition of amino acid residue appropriate..." 

(emphasis added), which is grammatically awkward. Amendment to "residues" would 

negate this objection for claim 4. 

Claims 6 and 7 have each misspelled the word "residues" as "resides" in the last 

line of each of the claims. Appropriate correction is required. 



Claim Rejections - 35 USC § 103 

1 5. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 
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4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

1 6. Claims 1 -4, 6 and 7 are rejected under 35 U.S.C. 1 03(a) as being unpatentable 

over US 2003/0073655 A1 by Chain (published Apr. 17, 2003). 

Chain discloses a method of treating a subject having Alzheimer's disease 

comprising administering an antibody that is free end-specific for the C-terminus of Ap. 

Chain teaches that the most effective target for end-specific antibodies as therapy for 

Alzheimer's disease is likely to be Ap40, which forms the bulk of circulating amyloid b 

peptide, or the more toxic but less abundant A(342 or Af343 species that can seed 

amyloid deposition (see [0041]). In particular, the use of antigenic sequences such as 

AP33-40 and AP33-42, to which the free end-specific antibodies should be targeted to, 

is disclosed at paragraph [0076]. For example, Chain discusses that the free end 

specific antibody is targeted to amino acids 33-40 of the C-terminus-truncated Ap 

peptide. Further, Chain notes that Api-40 peptide serves as a representative example; 

the same fragments can be derived from Api-42, which would give the epitope of Ap33- 

42. 

Chain teaches that for the production of antibodies, humans may be immunized 
by injection with the relevant epitope or with any fragment or oligopeptide thereof, which 
as immunogenic properties (see [0082]). For the design of immunogenic peptides, 
Chain discloses that a cysteine residue can be added to the end of the above 
immunogenic peptides to facilitate coupling to a carrier protein, such as keyhole limpet 
hemocyanin (KLH) (see [0080]). These teachings address specifically recited 
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limitations of conjugation of the Ap peptide to a protein immunogen in claims 1 and 3, 
and lengthening by addition of amino acid residue appropriate for conjugating the 
protein immunogen to the Ap peptide, as in claims 4, 6 and 7. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was filed to modify Chain's disclosed therapeutic method of passive 
immunization, comprising administration of antibodies, by instead actively immunizing a 
patient by administering an antigenic peptide of Ap conjugated to an immunostimulatory 
protein for the treatment of Alzheimer's disease, wherein the Ap peptide is AP33-40 or 
AP33-42. Chain teaches that free end-specific antibodies directed such epitopes of Ap 
are useful for the treatment of Alzheimer's disease, and further teaches various 
immunization procedures including conjugating the desired Ap peptide fragment to KLH 
to induce an antibody response, such as in humans. The ordinarily skilled artisan would 
have been aware that both active (administration of antigen) and passive 
(administration of antibodies) immunization techniques have been used for 
immunotherapy of Alzheimer's disease (as evidenced, for example, by the Schenk and 
Yednock references discussed above), and therefore it would have been obvious to the 
ordinarily skilled artisan to use of a specific peptide immunogen conjugate to elicit a 
specific antibody response for therapy of AD. This is because the artisan has good 
reason to pursue the known options within his or her technical grasp to obtain 
predictable results. Particularly in view of Chain's teachings on the use of immunogenic 
Ap peptide constructs for generating an appropriate antibody response, such would 
have amounted to simple substitution of one known element (i.e., active immunization 
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with peptide immunogens) for another (i.e., passive immunization with antibodies) to 
yield predictable results. Accordingly, the teachings of Chain render obvious the 
presently recited invention of claims 1-4, 6 and 7. 



Conclusion 

1 7. No claims are allowed. 
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Advisory Information 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly A. Ballard whose telephone number is 
(571)272-2150. The examiner can normally be reached on Monday- Friday 8:30 AM - 5 
PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on 571 -272-091 1 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Primary Examiner, Art Unit 1646 



